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Clinical features of 52 patients with alcoholic hepatic diseases were described. Of these patients 27 had alcoholic hepatic cirrhosis.
As compared with hepatic cirrhosis due to icteric viral hepatitis, vascular spider, ascites and edema were found more frequently in alcoholic cirrhosis. Hepatic biopsy showed preponderance of cirrhotic changes of postnecrotic type.
Twenty-five patients had alcoholic fatty liver with or without fibrosis. Hepatic enlargement was observed in 64% of the total patients, and abnormalities of the bromsulphalein test in 86%. Decreased hepatic blood flow, elevated hepatic venous pressure and increased per cent intrahepatic shunt were demonstrated in some patients.
Seven patients with hepatic cirrhosis and 5 with fatty liver and fibrosis were found to have acute alcoholic hepatitis.
Hepatic enlargement was observed in all such cases, and jaundice in 92%.
The bromsulphalein test and serum glutamic oxalacetic transaminase were abnormal in all the cases. Serum glutamic oxalacetic transaminase levels were higher than serum glutamic pyruvic trans aminase levels in 71% of the patients. Zieve's syndrome was found in one of the patients with acute alcoholic hepatitis.
Alcoholic consumption and drinking habits are different from nation to nation.
Incidence of alcoholism in Japan is obviously lower than in European and American countries. Though alcoholic hepatic diseases also are not so frequently seen as in Western countries, they are not rare in Japan, as we pointed out in our previous study of hepatic changes in heavy drinkers in Japan.' During these 15 years, 52 patients with alcoholic hepatic diseases were admitted to our department. Acute alcoholic hepatitis, of which reports are yet few in Japan, has been found not infrequently.
This report describes the clinical features of these patients with alcoholic hepatic diseases.
MATERIALS AND METHODS
Fifty-two patients with alcoholic hepatic diseases who were admitted to the First Department of Internal Medicine, Tohoku University School of Medicine, during the period from 1951 to 1961 are the subjects in the present investigation. Twenty-seven patients had alcoholic hepatic cirrhosis, and 25 had alcoholic fatty liver with or without fibrosis. Twelve of these patients were also found to have acute alcoholic hepatitis. Zieve's syndrome was found in one of the patients with acute alcoholic hepatitis.
All the patients took habitually more than 88 g of alcohol (4 go of sake) daily. As the harmful effect of alcohol on the liver depends upon nutritional conditions,',' the concept of a critical quantity of alcohol to cause liver diseases can be sustained only with a wide range of variations. However, the critical value was about 88g of alcohol (4 go of sake) in cases of heavy drinkers visiting the hospital.1 On the other hand, the etiology of hepatic cirrhosis is manifold, and the role of alcohol may be overestimated when the above-mentioned criteria are applied to cases of hepatic cirrhosis in general. Therefore, hepatic cirrhosis was regarded as of alcoholic origin, only when cirrhotic patients had habitually taken more than 110 g of alcohol (5 go of sake) daily. 4 In most of the patients , the hepatic blood flow was measured by the bromsulphalein method ,' and the intrahepatic shunted blood flow by the method of Nakamura et a1.,6 and Nakamura .' The wedged hepatic venous pressure was also determined.
RESULTS

Alcoholic hepatic cirrhosis (27 cases)
As regards the incidence of alcoholic hepatic cirrhosis and the cirrhosis due to icteric viral hepatitis, the former was found in 24% of 115 cirrhotic patients who were admitted to our department during the period of 1951-1966 , and the latter, i n 30%,.
Vascular spider, ascites and edema were found more frequently in alcoholic cirrhosis than in cirrhosis due to icteric viral hepatitis (Table 1 ) . There was no significant difference in hepatic function tests between the two groups (Tabl e 2). Hyperchromic anemia was more frequently observed in cases of alcoholic cirrhosis . Th ere was no significant difference in the total hepatic blood flow , in the wedged h epatic venous pressure , and in the per cent intra and extra-hepatic shunt . H epatic biopsy of the patients with alcoholic cirrhosis revealed postnecroti c cirrhosis as defined by Gall3 in 63% , posthepatitic cirrhosis in 16% , nutritional cirrhosis in 11%, and unclassified cirrhosis in 11% , while the respective types of histological changes were observed in 36%, 14%, 0% and 24% on patients with cirrhosis due to icteric viral hepatitis. This preponderance of the postnecrotic type in alcoholic cirrhosis was in agreement with the result of quantitative determination of in terstitial tissue in hepatic biopsy specimens. Cirrhotic livers with more than 30% of interstitial tissue, which for the most part correspond to postnecrotic cirrhosis, were found in 64% of the cases of alcoholic cirrhosis and in 50% of the cases of cirrhosis due to icteric viral hepatitis.
There was no significant difference in survival rate between the two groups ( Fig. 1) . Complication of primary hepatic carcinoma was observed in 4% of the former and in 3% of the latter.
Alcoholic fatty liver with and without fibrosis (25 cases)
As patients of alcoholic fatty liver with fibrosis and those without fibrosis showed almost the same clinical features, they were treated as a common group.
Hepatic enlargement was observed in 64% of the patients, but other clinical signs and symptoms were rarely seen (Table 3) . Though serum flocculation-turbidity tests were not so frequently abnormal, abnormal bromsulphalein test was demonstrated in 86%, elevated serum glutamic oxalacetic transaminase in 78%, and elevated serum glutamic pyruvic transaminase in 72% (Table 4) . Some patients showed decreased hepatic blood flow and elevated hepatic venous pressure (Figs. 2 and 3) . Increase in per cent intrahepatic shunt was observed in 2 of the 5 patients with fibrosis, but was not found in 2 patients without fibrosis (Fig. 4) .
Acute alcoholic hepatitis (12 cases)
The diagnosis of acute alcoholic hepatitis was made whcn hepatic biopsy revealed fatty metamorphosis, inflammatory reaction and moderate or severe hepatocellular necrosis in heavy drinkers (Fig. 5) . Typical alcoholic hyaline was confirmed in none of our own cases. Acute alcoholic hepatitis of this pattern was found in 12 patients: according to the above-mentioned classification, 7 of them had hepatic cirrhosis, and 5 fatty liver with fibrosis.
All the patients with acute alcoholic hepatitis were males. Their ages ranged from 29 to 53 years with the average of 41 years. They belonged to the working class; i.e., to economically low or lower middle class. Daily alcoholic intake averaged 165 g (7.5 go of sake) in acute alcoholic hepatitis, while it averaged 125 g (5.7 go of sake) in alcoholic patients who had fatty metamorphosis of the liver but had not acute alcoholic hepatitis.
Hepatic enlargement was observed in all the cases, and jaundice in 92% (Table  3) . Anorexia and edema were found in half the patients. Fever, abdominal pain, nausea, vomiting, ascites, mental disorder and vascular spider were seen in one-third to one-fourth of the patients.
The bromsulphalein test was abnormal in 100%, icterus index in 92%, serum bilirubin in 86%, serum glutamic oxalacetic transaminase in 100%, glutamic pyruvic transaminase in 88%, and alkaline phosphatase in 84% (Table 4) . Serum flocculation-turbidity tests were abnormal in about half the patients. Serum glutamic oxalacetic transaminase values were higher than serum glutamic pyruvic transaminase values in 71% of them. This is in contrast with the patients with actue viral hepatitis, since 83% of them showed higher values of serum glutamic pyruvic transaminase than those of serum glutamic oxalacetic trans aminase (Fig. 6 ). Serum glutamic oxalacetic transaminase was over 800 units in two-thirds of the patients with acute alcoholic hepatitis. Anemia, most of which were hyperchromic, was observed in 91% of the patients. Leukocytosis was found only in 25%. Erythrocyte sedimentation rate averaged 36 mm/hr.
As for the diagnosis, it is noteworthy that the first diagnosis of the patients was frequently acute infectious hepatitis, chronic hepatitis or hepatic carcinoma.
The treatment consisted of rest in bed, a high protein high caloric diet, and intravenous glucose administration. Though protein intake was not restricted , none developed hepatic coma. The course during hospitalization was favorable : liver enlargement, serum bilirubin, serum glutamic oxalacetic transaminase and serum glutamic pyruvic transaminase were rapidly lowered after admission. No patients died during hospitalization.
In spite of the good prospects during hospitalization, the ultimate prognosis was dubious, since basic hepatic changes , namely, hepatic cirrhosis and fibrosis were not cured and permanent abstinence from alcohol was difficult for the patients.
Inquiries showed that two-thirds of the discharged patients with alcoholic hepatic diseases started drinking more than 66 g of alcohol (3 go of sake) again.
Zieve's syndrome (1 case) One of the patients with acute alcoholic hepatitis exhibited this syndrome . A local public service employee aged 50 had lassitude, anorexia and jaundice after heavy drinking on a trip. At admission , jaundice, dilirium tremens and fever were noted. The liver was enlarged 3 fingerbreadths on the right midclavicular line . Serum was turbid, and serum cholesterol was 323 mg/100 mi . Erythrocyte count was 2,530,000 per mm3, and erythrocyte sedimentation rate 91 mm/hr . Total serum bilirubin was 6.5 mg/100 ml, thymol turbidity test 10 .6 units, cephalin chole sterol flocculation test +3 , zinc sulfate turbidity test 15.5 units, glutamic oxalacetic transaminase 2,720 units, and glutamic pyruvic transaminase 887 units . Hepatic biopsy revealed moderate fatty metamorphosis with moderate hepatocellular necrosis and with slight fibrosis. These functional changes improved to normal within 2 weeks, except for the erythrocyte sedimentation rate which took 4 weeks to r estore its normal level.
DISCUSSION
In alcoholic hepatic cirrhosis , the development of ascites, vascular spider and hepatic enlargement was observed more frequently than i n cirrhosis due to viral hepatitis, in accordance with the reports of Baggenstoss a nd Stauffer,8 Sum merskill et al.fl and Garceau et al ."I Opinions are different as to whether jaundice , esophageal varices and splenomegaly are more frequently f ound in alcoholic cirrhosis or not. Our investigation also revealed no significant difference in these respects between alcoholic cirrhosis and that due to viral hepatitis. Leuko cytosis, which was reported by Summerskill et al . as being more frequent in alcoholic cirrhosis , was not confirmed in the present invP .etigatin" The most important feature of our cases is markedly increased serum glutamic oxalacetic transaminase values. In contrast with the cases of Beckett et a,l.16-17 in which serum glutamic oxalacetic transaminase was only slightly increased, serum glutamic oxalacetic transaminase levels exceeded 800 units in two-thirds of our patients. It is noteworthy, moreover, that serum glutamic oxalacetic trans aminase levels were higher than serum glutamic pyruvic transaminase values in 71% of the patients. As serum glutamic pyruvic transaminase showed higher values than glutamic oxalacetic transaminase in 83% of patients with acute viral hepatitis, measurement of serum glutamic oxalacetic transaminase and glutamic pyruvic transaminase is useful for the differential diagnosis between acute alcoholic hepatitis and acute viral hepatitis.
The reason for the absence of alcoholic hyaline in our patients with acute alcoholic hepatitis is unknown. Rarity of alcoholic hyaline in alcoholic hepatic diseases in Japan was pointed out also by Ichida.19 It is interesting that one of the patients with acute alcoholic hepatitis had Zieve's syndrome. The jaundice in Zieve's syndrome has been interpreted on the basis of one of the two different mechanisms: acute alcoholic hepatitis and in trahepatic cholestasis. Our observations support the former mechanism as a more probable one. Green et al. 21 reported that 6 out of 50 patients with acute alcoholic hepatitis had features suggestive of Zieve's syndrome. The clinical features of the patients described by Zieve22 himself are similar to those of acute alcoholic hepatitis. However, intrahepatic cholestasis cannot be completely denied as a cause of jaundice in Zieve's syndrome or in alcoholic fatty liver, since one of our 4 patients with alcoholic fatty liver with jaundice did not show hepato cellular necrosis in hepatic biopsy specimen.
